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Figure 4. OS rates over 12 years in the metastatic BC population, by molecular subtype.
BaCkgrOU nd Outcomes overall survival 100
*  The incidence of breast cancer (BC) in France is among the highest in the world.! e Actuarial methodology with interval censoring was used to estimate OS rates and their . . .
among women in Iérance accounting for more than 61,200 new cancer cases and 12,700 corresponding 95% co.nﬁdence intervals (.CIS)' . . years, 78.0% (77.1-79.0) at 10 years, and 74.4% (73.2-75.5) at 12 years.
deaths nationally.2 o Os rates were defined as the proportion of patients who were alive at 5, 10, and 12 years o When the overall analysis population was grouped by molecular subtype, 5-, 10-, and 12-year 80 1
from their first BC treatment date (systemic, surgery, or radiotherapy). OS rates were generally similar between the HR+/HER2-, HER2+/HR—, and HER2+/HR+
*  With the several advances on the last decade in BC management, this analysis of the GREASE : . . . . subgroups. .
) ] ] ] * All outcomes were assessed in the overall analysis and metastatic BC populations, as well asin S 60 -
study aimed to estimate long term real-world overall survival (OS) among French women with BC. molecular subtype subgroups o ‘ s
o Results were reported overall and in patients with metastatic BC, as well as grouped by ' *  Within the undefined subgroup (Figure 3), OS rates over 12 years were: Q
molecular subtype. o The lowestin patients with undefined BC with systemic treatment o
(65.1%; 95% Cl 61.5-68.5). 8 40 -
o The highest in patients with undefined in situ BC with no systemic therapy
20 -
Study design and population Analysis population
Figure 3. OS rates over 12 years in the overall analysis population, by molecular subtype.
*  GREASE was a retrospective, observational analysis of data from the Echantillon du Systeme * Intotal, 30,777 women with evidence of BC were identified in the ESND database between Jan 0 . . . . . . . . . . . .
National des Données de Santé (ESND) database, which is a representative 2% sample of 1, 2010, and Dec 31, 2023; of these, 12,219 were included in the analysis population (Figure 2). 100 - 0 5 10
national healthcare data in the Systéme National des Données de Santé (French National Health o The mean (interquartile) age at first BC treatment was 61 (51-71) years. B— S—
Data System; SNDS).3 o Based on treatments received during follow-up, 64.5% of patients had HR+/HER2- disease, —8—— - Time (years)
. A \ T
" veis included 4 for an incident BC b lan 1. 2010, and D 7.3% had HER2+/HR+ disease, and 4.2% had HER2+/HR - disease. 80 - — . . —&— HR+HER2- subgroup (n = 7,846) ~o— Metastatic BC HR+/HER2- subgroup (n = 579)
31e2p0rze;e(:'ic a:Jan y;s;s Included women treated for an incident etween Jan 1, s andec * In total, 767 patients were included in the metastatic BC population, including 579 (75.5%) with \'\'\' ~®-HER2+/HR+ subgroup (n = 890) ~®—Metastatic BC HER2+/HR+ subgroup (n = 103)
’ & ' HR+/HER2- disease, 103 (13.4%) with HER2+/HR+ disease, and 86 (11.2%) with HER2+/HR~ disease. HER2+/HR- subgroup (n = 515) Metastatic BC HER2+/HR~- subgroup (n = 86)
. . . . :\; 60 - Error bars represent 95% confidence intervals.
Figure 1. Study design. * Among the undefined with SyStem|C treatment su bgroup, we assume that most pat|ent5 are those :” BC, breast cancer; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; OS, overall survival; ST, systemic therapy.
Jan 1. 2008 Jan 12010 Dec 31 2022 Dec 31 2023 with triple negative disease (TNBC) or HR+ patients with visceral crisis. =
| ' | Uh) Study limitations
. . o 40 -
Fi 5. Patient di ki —8—HR+/HER2- subgroup (n = 7,846) s Clinical data available in the ESND were limited; as such, we were unable to describe the analysis population in detail, and
| | . : | | Igure 2. Fatient disposition. = patients were grouped into molecular subtypes based on the treatments they received during follow-up.
| Inclusion period | Excluded: —®—HER2+/HR+ subgroup (n = 890)
| Inclusion date | *  Patients with first evidence of BC before Jan 1,2010 20 - HER2+/HR- subgroup (n = 515) *  The exact date of death was not available at the individual level in the ESND and instead is reported in 1-year intervals; as
Female patients in the ESND with evid f (n=10,368) . . _ h, ble t Kaplan—Mei thodol to estimate OS.
Lookback period BC betweenJon 1, 2010, nd Dec31,2023 | |+ patientswith no second evicence of BC .. treatment) ~¢~Undefined with ST (n = 1,188) STy W TR HIEe To HE Tap e TR MEmhotolay 1o eHmere
Diagnosis date (if available) N=30777 during follow-up (n =3,191) —®—Undefined with in situ BC with no ST (n = 768) e Our HR+ subgroup excluded patients with visceral crisis if they did not receive endocrine therapy during follow-up, which
* Patients aged <18 years atinclusion (n <11)? 0 may have led to an overestimation of OS in the HR+ subgroup.
* Patients with incomplete health insurance coverage ora ! ! ! ! ! T T T T T T T
* Patients included in the overall analysis and metastatic BC populations were grouped according ,|  changein coverage between inclusionand 2023 (n =3,498) 0 5 10

to their BC molecular subtype, based on the treatment(s) received during follow-up (Table 1). *  Patients with previous history of BC (n = 177) Time (years .
yp ( ) g P ( ) * Patients with previous cancer at year x-1, (y ) conCIUSIO ns
i i Error bars represent 95% confidence intervals.

where x = year of inclusion (n = 725)

Analysis population

BC, breast cancer; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; OS, overall survival; ST, systemic therapy.

Table 1. Analysis and metastatic BC populations and subgroup definitions. N =12,219 " Patientsincluded in 2023 with <1 year offollow-up (n =867) * Our analysis of real-world OS in the GREASE study estimated that almost 75% of French

B — Definition women diagnosed with BC in 2010-2022 would be alive after 12 years.

AT I 2 Sy G ENEE G Gl el Fy A0 BTl DEESE, A0 Il Overall survival in the metastatic BC population « Overall OS rates over 12 years were similar between HER2+ and HR+ subgroups,

: lliligs’;;;/(i:(ijf?cnfrig{rﬁgntﬁ:;)rrgéaé\ulri,nZgOflo(il,o(;c_if;er Dec 31, 2022 HR+ subgroup HER2+ subgroup Undefined subgroup * Inthe metastatic BC population, estimated OS rates were 50.8% (95% Cl 46.9-54.6) at 5 years, demonstrating that recent therapeutic advances have im proved outcomes for patients
n = 8,773 (71.8%) n = 1,414 (11.6%) n = 2,927 (24.0%) 31.4% (27.1-35.7) at 10 years, and 29.0% (24.5-33.6) at 12 years. with HER2+ BC.
Metastatic population Patients without evidence of BC treatment during the 2 years historical period |
AND without surgery during the follow-up period o . . . . . . .

HER2+ subgroup Patients who received anti-HER2 therapy (+ endocrine therapy) i i * When the metastatic BC population was grOUped by molecular SUbtype' HER2+ tumors, while In Compa”SOl:'l, patlen.ts who rec.elved SV.Stemlc therapy Wlth.OUt .endocrln-e .or anti-HER2
HER2+/HR+ subgroup Patients who received both anti-HER2 and endocrine therapy . . . . aggressive, exhibit better |Ong'term outcomes than HR+/H ER2—- tumors (Figure 4)/ "kely due to therapy_Whl_Ch r.11ay.|nclude pa-tlents WIth TNBC or thOSE Wlth v!sceral cr|5|s—had Iower
HER2+/HR- subgroup Patients who received anti-HER2 therapy without endocrine therapy HR+/HER2- HER2+/HR+ HER2+/HR- Undefined with .U“f‘ef'"ec'.w'th . U“‘?ef'“ed "_‘"th effective anti-HER2 therapies. rates of oS, hlghllghtlng potentlal unmet needs in these populatlons.

HR+/HER2- subgroup Patients who received endocrine therapy without anti-HER2 therapy subgroup subgroup subgroup systemic therapy® :;,:;2::::;::;:3 ms‘;as::r:ilzilxlrt:pl;o 0O Specifically the HER2+/HR— subtype frequently demonstrates a prolonged period of stable

Classified fas undgflned subgroup Patlent.s who recelveq neltheranjcl-HERZ nor endocrm.e therapy n = 7,878 (64.5%) n = 895 (7.3%) n =519 (4.2%) n=1,188 (9.7%) n = 768 (6.3%) n =971 (7.9%) ' f - - ; g . o Survival in metastatic breast cancer is correlated Wlth molecular subtype, Wlth anti-HER?2
Undefined with systemic therapy Patients who received systemic therapy (+ locoregional therapy) disease or survival, creating a notable "plateau” on the survival curve. h ies defini disti d f bl is for HER2 d

i i i i i in si i i i i therapi inin istinct and mor vVor rognosi r + tumor mpar:
Undefined w.|thm situ BC with no systemic therapy Patients with an in Sltu.BC diagnosis V\'lhO rece.lved locoregional therapy only . . N . - . . . o In contrast, the HR+/HER2— subtype, desplte initial treatment sensitivity, are known for late erapiles de g a aistinct a ore ravoraple prognosis 10 umors compare
Treatments and diagnoses were based on ATC, CCAM, and ICD-10 codes. ATC, Anatomical Therapeutic Chemical; BC, breast cancer; CCAM, aDue to French SNDS data privacy regulations, data describing n < 11 patients could not be specified; *Included patients with invasive BC. L. i to HR+/HER2- tumors at 10 years.
Classification Commune des Actes Médicaux; ESND, Echantillon Systeme National des Don-nées de Santé; HER2, human epidermal growth BC, breast cancer; ESND, Echantillon Systéeme National des Données de Santé; HER2, human epidermal growth factor receptor 2; recurrences EXplam' ng the lower survival on a Iong term.
factor receptor 2; HR, hormone receptor; ICD-10, International Classification of Diseases, Tenth Revision. HR, hormone receptor; SNDS, Systeme National des Données de Santé.
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